THE specimen was removed from a married woman, aged 47, suffering from very severe dysmenorrhcna, but there was no hematometra.
a specimen very similar to that shown by Sir George Blacker. The patient had no vagina and there was an adenomyoma in an undeveloped horn of a uterus bicornis; unicollis. Severe pain was the indication for operation and the cause of the pain was attributed to the adenomyoina. There was no hematometra such as was found in Dr. Barris's specimen. When seen a year after operation the patient reported that she had had no pain since leaving hospital.
Mr. CLIFFORD WHITE said that he had removed a hEematometra of an accessory uterine cornu measuring 2 in. in diameter from a patient aged 36, in 1913. The rest of the uterus appeared to be normal. The pain in this case occurred during and after mnenstruation. Three years later it had become necessary to remove the uterus owing to continued pain and menorrhagia. The uterus was found to contain adenomyomata.
Some Chemical Observations on the Toxxmias of Pregnancy,
with Special Reference to Hepatic Function.
By COMYNS BERKELEY, M.D., M.C.Cantab., F.R.C.P., E. C. DODDS, M.B., B.S., B.Sc.Lond., and A. L. WALKER, B.A.Cantab., M.R.C.S., L.R.C.P. (ABSTRACT.) [The paper will be published in full in the Journal of Obstetrics and Gynacology of the British Em.pire.]
A BRIEF review was given of the existing views on the chemical indications for the induction of labour. These were criticized from the point of view that the tests employed were very elaborate with regard to technique, and that in some cases they gave misleading results. Before employing the above hepatic tests to the clinical material provided by Mr. Berkeley, Dr. Dodds had performed a series of negative and positive controls. The latter proved the selected tests to be more delicate than those usually employed in the wards, viz., Gmelin's, Hays' and the iodine test, and the claim was made that the three tests used would show early disturbances of the various hepatic functions and also indicate early histologic changes in the liver, whereas the old bile tests were positive only when it was too late for them to be of prognostic value.
Mr. Berkeley's clinical material was arranged in groups: (1) Normal pregnancy,
(2) pregnancy with albuminuria, (3) albuminuria plus symptomlis of nitrogenous retention, (4) pre-eclamptics and eclampsia. The pigmentary tests of blood and of urine were negative in all groups save the last, and as the clinician had resolved not to induce labour in the absence of a positive hepatic test, an important group of seventeen cases all with symptoms such as headache, vomiting and (edema was watched and this conservative policy resulted in a normal labour and puerperium in each case. How long the albuminuria had persisted before the onset of labour the authors were careful to point out could not be stated. Neither did they state whether and in how many the albuminuria cleared up before the patient left hospital. Finally, in the seven cases in which a positive test was obtained and therefore (according to the standard adopted) induction was indicated, four patients passed into the convulsive state before induction could be attempted;
two had labour induced and on one Ceesarean section was performed. The President summed up by stating that the subject for discussion was the authors' claim of (1) having provided a means of diagnosing early hepatic changes and of (2) having procured by such means a reliable aid to prognosis in conditions as variable as the small red kidney, the large white kidney and the " toxic " kidney. Dr. 0. L. V. DE WESSELOW said that the paper raised many points for discussion, and that the Section was much indebted to the authors for putting on record their observations on a group of diseases which were, in the London area at all events, somewhat infrequent. Personally he had found the occurrence of a high urinary diastatic index infrequent in the toxmemias, but he had worked with the old Wohlgemuth method, which was known to give inconstant results. The authors, working with the improved method suggested by one of them, had also obtained diastatic indices lying within the normal limits in their pre-eclamptic and eclamptic cases. This method would, therefore, appear to be of no practical value in the diagnosis of the condition. As regards tests of liver function, these were notoriously unsatisfactory. Certain methods, such as the examination of the lipase content of the blood, the nitrogen partition and amino-acid content of the urine, and the cruder methods of estimating altered sugar tolerance had definitely failed. There remained two possible lines of examination: (1) The pigmentary tests, which were to some extent dependent on the patency of the bile-ducts; and (2) certain tests which were more intimately connected with the activities of the actual liver cell, such as the levulose tolerance test and possibly the glycuronate synthesis. The bearing of the two groups on the actual conditions present in the liver was uncertain and the results were not capable of numerical expression. Of the pigmentary (excretory) tests the tetra-chlor-phenolphthalein had been most studied in these conditions. It depended upon the rate of excretion of this dye when injected into the blood stream, excretion being impaired in conditions of hepatic damage. Liver involvement could be demonstrated in all pre-eclamptic cases, and in some cases of pernicious vomiting which recovered without induction. It was, therefore, too delicate as a test for the indication of induction. In the case of the levulose tolerance test, he had seen negative results in eclamptic and pre-eclamptic cases, but had obtained definite evidence of derangement of liver function in antepartum eclampsia after the occurrence of the fits. This method of examination did not appear to be sufficiently delicate and gave no indication in some cases of impending eclampsia. Its chief interest lay in the fact that its employment demonstrated that a considerable degree of hepatic damage was not incompatible with recovery in these cases. He had no experience of the pigmentary tests employed by the authors.
He still believedthat a blood-urea content above 40 mgr. per 100 c.c. indicated a serious degree of renal impairment in a pregnant woman. The converse did not hold, since in many eclamptics no very definite impairment of nitrogenous excretion occurred. In pre-eclampsia the clinical signs, and more especially frequent estimations of the bloodpressure, were probably the safest guide to induction. He thought it possible that in the authors' second group of albuminuria with symptoms, some of the cases showing a relatively high blood-urea content were suffering from so-called nephritic toxemia. Such cases usually passed through the pregnancy without very obvious symptoms, although the child often perished in utero. The kidneys were, however, frequently very seriously damaged, and the after-results in such cases might be disastrous. The group of albuminurias of pregnancy without symptoms was probably mainly the expression of the incidence of mild albuminuria in the female population, and in such cases the albumin did not disappear after delivery.
Mr. FRANK COOK said that be had postulated, as a factor in the causation of albuminuria of pregnancy, pressure on the left renal vein, and not on the ureter as the authors had suggested. He had been surprised to note the frequency with which they had obtained evidence of acetonuria, as in his own work he had found a positive Rothera reaction only in cases of severe vomiting with consequent starvation; considerable attention had been paid to the question of ketosis in pregnancy by Harding and his fellow workers. Although the biochemical evidence of hepatic disorder that had been presented would appear to afford indications of tonsiderable practical value, it did not throw any real light on the origin of the matter: hepatic lesions had already been clearly demonstrated, but there was no reason to believe that they represented other than a secondary factor. Unfortunately biochemical research had hitherto reflected only the re8Ults of derangement. He fully endorsed Dr. de Wesselow's opinion with regard to the importance of observations on the blood-pressure, and suggested that we should concentrate our attention on the circulatory conditions of pregnancy in general and in detail.
Mrs. PILLMAN-WILLIAMS said she would like to ask a question about the catarrhal cases in the positive controls. If, as was general in these cases of obstructive jaundice, no bile pigments reached the intestine, how was the excess of urobilin to be accounted for, as the precursor of this excess of urobilin was prevented by the obstruction from reaching the intestine.
She then brought forward one or two points: First, she had done a large number of blood and urine analyses on normal pregnant women, making three or four analyses in each case (over fifty cases). She had not found, like the authors, a decrease in the urea only, the non-protein-nitrogen remaining high; but she had found a decrease in both the urea and N.P.N. during pregnancy. The figures tended to show a slight rise towards the end of pregnancy (urea average 20 mgm. per 100 cc., N.P.N. average 25-2 mgm. per 100 cc.), but never rose to the average-of-the cases when non-pregnant (urea 27'6 mgm. per 100 cc., N.P.N. 33-8 mgm. per 100 cc.). The figures for normal pregnancy -had never reached 40 mgm. per 100 cc., as found by the authors.
In these normal cases Rothera's test for acetone in the urine was not positive. The ammonia coefficient varied from 4 to 10, and the diastatic index varied from 10 to 60; the diastatic index for the blood varied from 2-5 to 16. In following up cases of albuminuria with cdema, several analyses again had been done in each case, values for urea anld N.P.N. were on an average 23W2 mgm. per 100 cc. and 30'5 mgm. per 100 cc. Only cases with known nephritic histories had given values above 40 mgm. per 100 cc.
Unfortunately only one eclamptic had been seen in the last two years, but this patient again became pregnant six months later, and had fits again about the thirtysecond week. The patient had frequent (fourteen) blood examinations in the interim.
Her blood-pressure never fell below 178 mm. Hg. The urea value was never above 28 mgm. per 100 cc. and the N.P.N. value never above 33W4-the albumin cleared up temporarily. At six months her blood-pressure rose to 200 mm. Hg. The levulose tolerance test showed some liver insufficiency (rise 20 mgm). She was put on carbohydrate diet. This caused a distinct fall in the blood urea and N.P.N., and by the end of four weeks a second h8evulose test showed no liver insufficiency.
Just over two weeks later, however, the patient was admitted having fits.
Dr. LOUISE MCILROY expressed her admiration for the good piece of research work done by the authors. She said it was work which entailed the expenditure of much time and trouble, and in many cases with incomplete or disappointing results, as those who had carried out similar investigations could testify. Fromn the clinician's point of view the decision as to the method of treatinent by induction of labour seemed somewhat drastic wben based upon the results of such delicate and variable chemical tests. There was no assurance that such tests were of permanent value, nor that the chemical investigators would not change their ininds as to their utility at some future date. It was well to keep a balanced mind and take other factors into consideration. The urea content of the blood and the urea concentration test were of great use when associated with alterations in the blood-pressure. After considerable experience of the diastase test in the urine, the speaker was inclined to the opinion that its value was somewhat unreliable as indicating a severe toxemia on the one hand or destruction of renal tissue on the other. The epigastric pain complained of by pre-eclamptic patients might have a hepatic origin, as during the war it was found that patients suffering from epidemic jaundice had a similar symptom. In some cases in which post-mortein examinations were obtainable, small punctiform hmmorrhages were found under the surface of the liver.
Dr. J. R. MARRACK said he considered that " acidosis " could not account for the low blood urea in pregnancy. If acids, accuinulated in the blood, were neutralized by ammonia at the expense of urea, this would make no difference to the apparent blood urea, as all blood-urea determinations included any preformed ammonia present. Also, as a matter of fact, in the most extreme degrees of acid accumulation the amiinonia in the blood was negligible, the neutralization of acids by ammonia being apparently done in the kidneys.
Dr. EVERARD WILLIAMS said that in his opinion this investigation had been undertaken on the basis of mistaken premises, and that the problemn had been attacked from the wrong point of view for the following reasons:
(1) In the condition known as eclampsia there was no evidence of any toxic body in the ml-aternal circulation.
(2) In other diseases in which the presence of a toxin had been proved, it had been pointed out by Langdon Brown that the cells of the body which were affected by the toxin (whether it were exogenous or endogenous in origin) were cells rich in lipoids, and not cells like those of the liver.
For these reasons he did not agree that we should expect to find evidence of liver derangement in pre-eclamptic " toxmeinia."
With regard to the tests which had been enlployed, he objected to them for two quite different reasons:
(1) The tests depending upon the detection of bile piginents.-Many authorities doubted whether the metabolism of the bile pigmLients was confined to the liver cells, while some, including McNee, denied that the manufacture of bile pigments took place in the liver cells at all, and referred this process to the endothelio-reticular systeni. It would appear, therefore, that until the physiology of the problems was mllore fully understood, it was highly unsatisfactory to employ these tests as an indication of the functional state of the liver.
(2) The Lipase test.-This test must be taken in conjunction with Rothera's test. He thought that the authors of this paper had missed the significance of their results (70 per cent. positive during pregnancy). The positive Rothera test did not indicate a condition of acidosis. What it did indicate was a faulty metabolism of the fats. It was known from the work of Leathes that fat was stored in the liver in the unsaturated form. It was known that the fat of the faetus was composed of the saturated form. It was known from the work of Goodall that the process of saturating the unsaturated fats was conducted in the maternal liver and not in the fcetus.
It was therefore apparent that the lipase ferment had a very special significance during pregnancy in that the life and growth of the fcetus were dependent upon its action. From what was known of the behaviour of the body in disease it was to be expected that a ferment so vital in its action would be conserved unaltered, at any rate until the latest stages of disease. He thought, therefore, that it must be recognized that the estimation of the functional activity of the liver in the gravid and in the non-gravid subject constituted two quite different problems, according to whether the pregnancy was nornmal or abnormal. Tests which were of value in the one condition were not necessarily applicable to the other.
With regard to the other divisions of the paper he would ask the authors two questions: (1) If their statement was correct, that the commonest cause of albuminuria without symptoms, was pregnancy complicated by hydramnios or an ovarian cyst, how did they explain the fact that their cases in Group I did not afford a single example of these complications?
(2) Again, if their explanation was correct that the normal blood urea of pregnancy was low, because of the coexisting " acidosis," how did they explain the fact that in the condition of diabetic coma the blood urea might be normal?
Mr after their labour and all of them still had albumin in their urine. WVith regard to Professor McIlroy's interesting theory that the epigastric pain, associated in many cases with eclampsia, might be due to hoemorrhages into the liver, which she had noted, he was sorry he could not afford her any information in regard to that as he had never noticed any mention of it in the post-mortem reports.
